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Detailed Action 

This office action is a response to applicant's communication submitted 
September 5, 2008 wherein claim 1 is amended. This application claims benefit of 
provisional application 60/41337, filed September 24, 2002. 

Claims 1 and 8-15 are pending in this application. 

Claims 1 and 8-15 as amended are examined on the merits herein. 

The declaration of Kevin Harris, submitted September 5, 2008 under 37 CFR 
1 .132 has been fully considered and entered into the record. The declaration is 
discussed further below as it relates to the rejections of record in the previous office 
action. 

Applicant's amendment and arguments, submitted September 5, 2008, with 
respect to the rejection of claims 9 and 1 1 under 35 USC 112, second paragraph for 
indefinitely reciting "a cell" without specifying what cell is cleaving the compound, have 
been fully considered and found to be persuasive to remove the rejection as one skilled 
in the art would interpret the scope of the claims to apply to any cell to which the 
compound is administered. Therefore the rejection is withdrawn. 

Applicant's amendment and the declaration of Kevin Harris, submitted 
September 5, 2008, with respect to the rejection of instant claim 1 under 35 USC 103(a) 
for being obvious over Powell et al., have been fully considered and found to be 
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persuasive to remove the rejection as the claims have been amended to require that R 4 
be hydrogen. Therefore the rejection is withdrawn. 



Applicant's amendment and the declaration of Kevin Harris, submitted 
September 5, 2008, with respect to the rejection of instant claims 12-15 under 35 USC 
103(a) for being obvious over Powell et al. in view of Cullis et al., have been fully 
considered and found to be persuasive to remove the rejection as the claims have been 
amended to require that R 4 be hydrogen. Therefore the rejection is withdrawn. 



Applicant's amendment and the declaration of Kevin Harris, submitted 
September 5, 2008, with respect to the rejection of instant claims 10 and 1 1 under 35 
USC 103(a) for being obvious over Powell et al. in view of McGuigan et al., have been 
fully considered and found to be persuasive to remove the rejection as the claims have 
been amended to require that R 4 be hydrogen. Therefore the rejection is withdrawn. 



Applicant's amendment and the declaration of Kevin Harris, submitted 
September 5, 2008, with respect to the rejection of instant claims 8 and 9 under 35 USC 
103(a) for being obvious over Powell et al. in view of McGuigan et al. 2, have been fully 
considered and found to be persuasive to remove the rejection as the claims have been 
amended to require that R 4 be hydrogen. Therefore the rejection is withdrawn. 



The following new grounds of rejection are introduced: 
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Claim Rejections - 35 USC § 102 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claim 1 is rejected under 35 U.S.C. 102(b) as being anticipated by Skulnick. (US 
patent 4171431, cited in PTO-1449) 

Skulnick discloses 5,6-dihydro-triazine deoxynucleosides having a structure 
anticipating the structure of instant claim 1 . (column 2 lines 20-69, the embodiment 
where in Y-H or phosphono, Y' = H, X = NH or N-alkyl, Z = O, R = H or C2-C4 alkyl, and 
R' = H) These compounds are active in vivo against susceptible DNA viruses, (column 4 
lines 52-63) Therefore Skulnick anticipates the claimed invention. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 12-15 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Skulnick (Reference cited in PTO-1449) as applied to claim 1 above, and further in view 
of Cullis et al. (US patent 6852334, of record in previous action) the disclosure of 
Skulnick is discussed above. Skulnick does not disclose a composition further 
comprising an amphiphilic species and a dendrimeric polyamine according to instant 
claims 12-15. 
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Cullis et al. discloses conjugates that can be incorporated into stabilized plasma 
lipid particles comprising a lipid anchor, a non-immunogenic polypeptide, and a 
polycationic moiety, and further comprising a bioactive agent and a second lipid, 
(column 2 line 33 - column 3 line 23) The polycationic moiety can have between 2-15 
positive charges, derived from basic amino acids or amines, for example tetralysine, as 
well as polycationic dendrimers. (column 13 lines 17-32) These polycations thus include 
compounds reasonably considered to be polyamines, and one of ordinary skill in the art 
would recognize polyamine dendrimers as being another useful embodiment of this 
species. These conjugates are incorporated into lipid-based drug formulations such as 
liposomes, composed of specific lipids such as phospholipids which are considered to 
be composed of a hydrophobic domain and a hydrophilic domain covalently bound to 
one another, (column 16, lines 11-34) These liposome formulations are useful for 
delivering bioactive agents such as antineoplastic agents and nucleoside analogs, 
(column 21 lines 29-60) The formulations are preferably delivered as an aqueous 
intravenous solution, (column 24 lines 52-60) 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to incorporate the dihydro-azacytidine compounds of Skulnick in a formulation 
containing the liposomes and conjugates of Cullis et al. One of ordinary skill in the art 
would have been motivated to deliver the drugs in this manner because Cullis et al. 
discloses a method for delivering nucleoside analogs, which would be recognized by 
one of ordinary skill in the art as including the dihydro-5-azacytidine analogs of Skulnick. 
One of ordinary skill in the art would reasonably have expected success because 
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formulating a specific known drug in a specific known drug delivery formulation is well 
within the ordinary and routine level of skill in the art. 

Therefore the invention taken as a whole is prima facie obvious. 

Claims 10 and 1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Skulnick (Reference cited in PTO-1449) as applied to claim 1 above, and further in 
view of McGuigan et al. (Reference U of record in previous action) the disclosure of 
Skulnick is discussed above. Skulnick does not disclose a compound wherein R 6 is as 
recited in claims 1 0 and 1 1 . 

McGuigan et al. discloses bis(2,2,2-trichloroethyl) phosphate derivatives of AZT 
showing enhanced membrane penetration and being able to be hydrolyzed to the active 
phosphate in vivo. (p. 355, right column, first paragraph, p. 356 figure 1) These 
compounds exert an anti-HIV effect by being cleaved intracellularly and trapped inside 
of the target cell. (p. 357, right column, last paragraph) 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to modify the compounds of Skulnick with a bis(2,2,2-trichloroethyl) phosphate 
group as disclosed by McGuigan et al. One of ordinary skill in the art would have been 
motivated to make this substitution because McGuigan et al. discloses that the 
bis(2,2,2-trichloroethyl) phosphate group is a prodrug that releases nucleosides 
intracellularly, and Skulnick already discloses phosphorylated nucleosides. One of 
ordinary skill in the art would reasonably have expected success because McGuigan et 
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al. already discloses that this approach works when applied to AZT, a deoxynucleoside 
analog of similar structure. 

Therefore the invention taken as a whole is prima facie obvious. 

Claims 8 and 9 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Skulnick (Reference cited in PTO-1449) as applied to claim 1 above, and further in view 
of McGuigan et al. 2 (Reference V of record in previous action) the disclosure of 
Skulnick is discussed above. Skulnick does not disclose a compound wherein R 6 is as 
recited in claims 1 0 and 1 1 . 

McGuigan et al. 2 discloses an aryl (2,2,2-trichloroethyl) phosphate derivative of 
AZT showing enhanced membrane penetration and being able to be hydrolyzed to the 
active phosphate in vivo. (p. 312, first and second paragraphs and figure 1 , p. 313 first 
paragraph) These compounds exert an anti-HIV effect by being cleaved intracellular^ 
and trapped inside of the target cell. (p. 317, last paragraph) 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to modify the compounds of Skulnick with an aryl (2,2,2-trichloroethyl) 
phosphate group as disclosed by McGuigan et al. 2. One of ordinary skill in the art 
would have been motivated to make this substitution because McGuigan et al. 2 
discloses that the an aryl (2,2,2-trichloroethyl) phosphate group is a prodrug that 
releases nucleosides intracellularly, and Skulnick already discloses phosphorylated 
nucleosides. One of ordinary skill in the art would reasonably have expected success 
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because McGuigan et al. 2 already discloses that this approach works when applied to 
AZT, a deoxynucleoside analog of similar structure. 

Therefore the invention taken as a whole is prima facie obvious. 

Conclusion 

No claims are allowed in this application. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Eric S. Olson whose telephone number is 571-272- 
9051 . The examiner can normally be reached on Monday-Friday, 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shaojia Anna Jiang can be reached on (571)272-0627. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Eric S Olson/ 
Examiner, Art Unit 1623 
11/21/2008 

/Shaojia Anna Jiang/ 

Supervisory Patent Examiner, Art Unit 1623 



